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deletion and one lifcthal mutation in the El and E4 early gene 
regions, tT^at thV recombinant adenovirus requires for 
re plication r ^QTTi plemlnt a tion of qenps ot both t^e El and E4 
^Henoviral ^^rl y reokons . wherein said recombinant adenovirus 
genome additionally ^ontains a transgene that replaces any one 
of said deletions. 

38. (twice amencLd) A replication-defective recombinant 
adenovirus, wherein tht virus contains at least two lethal 
deletions, two lethal ilutations, or one lethal deletion and 
one lethal mutation in Ithe El and E4 early gene regions, 
wherein an essential rebion of the E4 early gene region is 
deleted or mutated, so that the recomb inant adenovirus 
requires for r6p1 ieatioil complem e ntation of genes of both the 
El and E4 adenoviral earp regions, and wherein said 
recombinant adenovirus gdnome additionally contains a 
transgene that replaces aVy one of said deletions. 




39. (amended) A paWaging cell line that supports the 
growth of a replication defective recombinant adenovirus that 
carries at least two lethal deletions of adenovirus El and E4 
early gene regions, so thati the recombinant adenovirus 
requires for replication coAolementation of genes of b oth tlie 
El and E4 adenoviral earlv r&qions. comprising a cell line 
that supplies the function of\the El and E4 early regions and 
virus-associated RNA sequences! 



40. (amended) A DNA plasmid comprising an indue ibj-e 
promoter operablv linked to nucleotide sequences encoding a 
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cytotoxic gene product of an adenoviral E4 gene or E4 early 
gene region [that encodes a cytotoxic protein operably linked 
to an inducible promoter] . 



f 



41. The DNA plasmid of Claim 42) wherein said inducible 
promoter is the promoter from the cAMP response element 
binding protein regulated genes. 

42- The DNA plasmid of claim 41 wherein said inducible 

promoter is selected from the fiene encoding mammalian alpha 
inhibin, 

43, The DNA plasmid ok Claim 41 wherein said inducible 
promoter is selected from ^he gene encoding mouse alpha 
inhibin. 

44. The DNA plasmd of Claim 41 wherein said inducible 
promoter is selected fArom the gene encoding the tetracycline 
responsive promoter. 



45, The plasmid pIK6,l MIP(oe)-E4 designated ATCC #75879. 



46, (eunended) A itecombinant adenoviral vector, wherein 
said vector comprises at\least two lethal deletions, two 
lethal mutations or one lethal deletion or one lethal mutation 
selected from the group consisting of El, E2A, E4 early gene 
regions, viral structural gAnes, so that when rescued the 
resulting recombinant adenovirus requires for replication 
complementation of genes of the El and E4 adenoviral 
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early regions^ and optionally a deletion adenoviral vector 
additionally coinprises a transgene that replaces any one of 
said deletions. 

47, (amendid) A recombinant adenoviral vector 
comprising at ledst two lethal deletions in the El and E4 
early gene regions, so that when rescued th e resulting 
recombinant adeno|;irus requires for r eplication 
complementation of genes of both the El a nd E4 earlv regions, 
and optionally a fleletion of the E3 gene region, and a 
transgene that replaces any one of said deletions. 



48. (amendedj A packaging cell line that supports the 
growth of a mutant \adenovirus defective in replication, 
wherein said adenovirus comprises at least two lethal 
deletions, at least \two lethal mutations, or at least one 
lethal mutation and one lethal deletion selected from the 
group consisting of Bl, E2A, E4 early gene regions, viral 
structural genes, and\ optionally a deletion of the E3 gene 
region, so that when rescued the result ing recombinant 
adenovirus requires foA replication complementation of genes 
of both the El and E4 earlv regions . 

49. (amended) A pafckaging cell line that supports the 
growth of a recombinant atianoviral vector comprising a 
transgene, wherein said vector comprises at least two lethal 
deletions, two lethal mutations or one lethal deletion and one 
lethal mutation selected froA the group consisting of El, E2A, 
E4 early gene regions, viral sVructural genes, and optionally 
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a deletion of the Ei\gene region, ao that when rescued the 
T-^sultino recombinan t adenovirus recwires for replicatio n 
coTnnlementa t ^^r, oeLs of both the El and Ei4 early yeqions . 



50. (amended) A packaging cell line that supports the 
growth of an adenoviral Wector, wherein said vector comprises 
at least lethal two deletions selected from the group 
consisting of El and E4 eLly gene regions and a transgene 
that replaces any one of skid deletions and optionally a 
deletion of the E3 gene region, so that wh f> r] rescued the 
^,:>,c;nltina T-Aricnnbina nt adenovirus requires for replication 
complementat-lon of aene ^ of bAbh the El and E4 early regions . 



please add new Claims 51-55 as follows:'^ 



—51, (new) The ^leplication-def ective recombinant 
adenovirus of Claim 38 iiTyfeich the region of the E4 early 
gene region which is deletkdyr mutated is open reading frame 

4. 



52. (new) The replica 
adenovirus of claim 38 in wh 
gene region which is deleted 
6, 



:ion-def ective recombinant 

.ch the region of the E4 early 

or mutated is open reading frame 



53. (new) The recd*b:i^nant adenovirus of Claim 46 in 



which the region of the E 



or mutated is open readimr frame 4. 



arly gene region which is deleted 
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